
__—_
-- -. Outline of Presentation

● Incidence

● Incidence

– Overall

in clinical trials

for n keted drug

– By labeling change

– By duration of therapy

—..-

.-=

2



.-. Worldwide Clinical Trial Data

Sponsor # Pts. Exposed Jaundice Hepatic Death

Parke-Davis 7,656 3 1
NIH 585 1 1
Sankyo 4,147 0 0
GiaxoWeIlcome 3,203 0 0

TOTAL 15,591 4 2*

Incidence Rate of a Fatal Liver Event= 1 in 7,800

95% Cl: 1 in 2,200-1 in 62,900

*These patients were also jaundiced.

3



.-.
Overall Post-Marketing

Reporting Rate
March 1997-March 1999

35 in 1.58 million = 1 in 45,098
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Trend in Post-Marketing Reports
(All Drugs)
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Effect of Publicity on Reports of Jaundice/Hyperbilirubinemia
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Effect of Publicity on Reports of Jaundice/Hyperbilirubinemia
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Reporting of Liver Transplants
1998

United Network for Organ Sharing

.4,394 transplants

● 4 transplants involved patients taking Rezulin

● Each transplant was reported to Parke-Davis
and the FDA

Conclusion

● NO evidence of unreported transplants
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Survey of Physicians Treating—-T--
Patients with Type 2 Diabetes

Methods

. AE reporting and safety monitoring of patients with

Type 2 diabetes receiving oral hypoglycemic drugs

● 600 physicians surveyed

– Randomly selected

– Proportion in each specia
mix

ty matched prescriber

● Anonymity

___
c-.
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Survey of Physicians Treating
Patients with Type 2 Diabetes

Adverse Event ?’o Likelihood of Report

Liver failure leading to
death or transplant 92

Lactic acidosis leading to death 90

Jaundice 61

Lactic acidosis with full recovery 58

Reversible Liver Dysfunction 49

Hypoglycemia 17
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Survey of Physicians Treating..
Patients with Type 2 Diabetes

LFT monitoring awareness

● %!!40of physicians were aware of the need
for LFT monitoring

LFT monitoring compliance

. WOA of patients receive baseline LFTs

● 82% of patients receive monthly X 8 LFTs

.-.
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Issues With Claims Data

UHC Study

. Claims data often missing

. Claims sometimes not submitted

● Long delays in claim receipt

Conclusions

. Claims data are unreliable

● Data do not reflect absolute level of monitoring

● Data do show 2-3 X increase in monitoring frequency

----
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Incidence Rates of Serious Liver Events Since Launch
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_.@=% Effect of Labeling Changes

Year Cases New Users Rate

1997 20 726,570 1 in 36,329

1998-99 15 851,883 1 in 56,792
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Reports of Serious Liver Events by Duration on Drug
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Conclusions Regarding Incidence

● The incidence of liver-related death and

transplant is low

● The risk of jaundice and death due to liver failure

or transplant substantially declines after
6-8 months of therapy

. The reported rate of adverse liver events has

decreased following labeling changes
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